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CLAIM LISTING 

1 , (Currently amended) A method for treating a condition related to 
Oncogene s is reducing a nriogenesis or neovascularization , said method 
comprising adrrunistering to a patient in need of such trcntcmcnt method an effective 
amount of a compound having the general formula la 




z 



wherein R\ R l0 , R 2 and R 2a independently are hydrogen, halogen, trifluoromethyl, Ci^-alkyl, 
C^-alkoxy, hydroxy, NR 7 R 8 , cyano, melhylthio or -S02NR 7 R 8 wherein R 7 and R 8 
independently are hydrogen or Ci^-alkyl ; and 

Y is >N-CH 2 - , >CH-CH 2 - or >C=CH- wherein only the underscored atom participates in the 
ring system; or 

Y is -CHzN(-)CH 2 -, -CH 2 N(-)£H 2 - > -(C=0)N(-)CH 2 -, -CH2N(-)(C=0)-, -CH^HOCHr, - 
CH£H(-)CH 2 -, -CH2£(-)=CH-, -CH=C(-)CH 2 -, -QQH(-)CH 2 > -CHiCHWa, -SCH(-)CH 2 -, 
-CH2CH(-)S-,, wherein only the underscored atom participates in the ring system; or 

Y is >M-. >£H-, >N-(C=0)-. or >C=C(R 8 )- t wherein only the underscored atom participates in 
the ring system and'R 6 is hydrogen or C^-alkyl; or 

Y is >£H-0- or >CH-S(0) y wherein y is 0, 1 or 2, or -N(R H > wherein R 8 is hydrogen or CW 
alkyl, and wherein only the underscored atom participates in the ring system; and 

X is completion of an optional bond, ortho-phenylene, -CK -S-, -C(R 7 R 8 )-, -CH 2 CH 2 -, - 
CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH2-<C=0)-, -(C=0)-CH r , -CH 2 CH 2 CH 2 -, -CH=CH-, -N(RV 
(C=0)- f ^(C^O)-N(R 8 )-, -O-CHr, -CH 2 -a, -001,0, -CH 2 OCHr, -S-CH 2 -, -CH 2 -S-, - 
(CH2)N(R s )- ) -NQf)(CH2>, -N(CH 3 )S0 2 -, -S0 2 N(CH3)- r -CH(R 9 )CH 2 -, -CH 2 CH(R*)-, -(C=0> 
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» -NCR 8 )- or -(S=0)- wherein R 7 and R 8 independently are hydrogen or Ci^-alkyl; and wherein 
R 9 is Ci-6-alkyl or phenyl ; and 

p and q independently are 0 or 1; and 

r is 0,1, 2, 3 or 4; and 

Z is selected from 




wherein R 6 is OH or C^-alkoxy; and 

^ is optionally a single bond or a double bond; or 



Z is selected from 




R3 



wherein n is 1 or 2; 
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R 3 is (CH2)mOH or -(CH 2 %COR* wherein m is 0, 1, 2, 3, 4, 5 or 6 and s is 0 or 1 and wherein 
R 4 is -OH, -NH 2 , -NHOH or Ci^-alkoxy; and 

R 5 is hydrogen, halogen, trifluoromethyl, hydroxy, Cm-alkyl or C|-6-alkoxy; and 

R 10 is hydrogen, CWalkyl, Cj^-alkoxy or phenyl optionally substituted with halogen, 

trifluoromethyl, hydroxy, Cj^-alkyl or Ci_ 6 -alkoxy; and 

R 11 is hydrogen or Ci-6-alkyl; and 

ajj. is optionally a single bond or a double bond; or 

Z is selected from 



wherein u is 0 or 1; 

R 3 is -(CH2)mOH or -(CH^COR 4 wherein m is 0, 1, 2, 3, 4, 5 or 6 and s is 0 or 1 and wherein 
R 4 is -OH, -NH 2> -NHOH or Ci^-alkoxy; and 

R 5 is hydrogen, halogen, trifluoromethyl, hydroxy, Ci^-alkyl or CWalkoxy; and 

R l0a is hydrogen or CWalkyl; and 

A is Ci-6-alkylene, C2-6-alkenylene or C^-alkynylene; or 

Z is selected from 



R l0a 




R' 
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wherein Mi and M 2 independently are C or N; and 

R 35 is hydrogen, Ci^-alkyl, phenyl or benzyl; and 

R 33 is hydrogen, halogen, trifluoromethyl, nitro or cyano; and 

R 34 is hydrogen, halogen, trifluoromethyl, nitio, cyano, -(CH 2 ) w COR 31 # -(CH 2 )wOH or - 
(CH 2 ) w SOaR 31 wherein R 31 is hydroxy, C^-alkoxy or NHR 32 t wherein R 32 is hydrogen or d 
s-alkyl, and w is 0, 1 or 2; or 
R 34 is selected from 




wherein b is 0, 1, 2, 3 or 4; and 
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B is -CH=CR 49 -, -CR 49 =CH-, -C^C-, -(C=0>-, (C=CH2>, -<CR 4 V°)-, -CH(OR 4I )- t - 
CH(NHR 41 )-, phenylene, Qw-cycloalkylene or the completion of a bond, wherein R 49 and R 40 
independently are hydrogen, O-e-unhranched alkyl, C 3 ^-hranched alkyl or Qi-7-cycloalkyl and 
wherein R 41 is hydrogen or Ci-^-alkyl; and 
Uis 




wherein R 42 is hydrogen, -(CH 2 ) c OH or -(CH 2 )dCOR 47 wherein c is 0, 1, 2, 3, 4, 5 or 6 and d 
is 0 or 1 and therein R 47 is -OH, -NHR 44 or C^-alkoxy wherein R 44 is hydrogen or Ch- 
alky!; and ■ ...^ 

R 43 is cyano, -NR 4S R 47 , -NR^-V or -(CHR 4 * )«-V wherein R 45 and R 47 independendy are 
hydrogen or Cnj-alkyl and wherein e is 0, 1 ? 2, 3, 4, 5 or 6 and wherein R 4fi is hydrogen, 
halogen, cyano, trifluoroniethyl, hydroxy, C^-alkyl, C M -aDcoxy, -NR^R 47 or -COOH, and 
wherein V is C^s-cycloalkyl, aryl or heteroaryl, which rings may optionally be substituted 
with one or more halogen, cyano, trifluoromethyl, hydroxy, methylthio, Ci^-alkyl or CW 
alkoxy; or 
U is selected from 
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wherein g is 0, 1 or 2; and 

R llu is hydrogen, d-e-alkyl, CWalkoxy or phenyl optionally substituted with halogen, 
trifluoromethyl, hydroxy, Ci^alkyl or C^-alkoxy; and 

R 12u is -(CH^OH or -(CH^COR 170 wherein h is 0, 1, 2, 3, 4, 5 or 6 and j is 0 or 1 and 
wherein R l7u is -OH, -NHR 20 " or C^alkoxy wherein R 20u is hydrogen or C^-alkyl; and 
R 13u is hydrogen, halogen, trifluoromethyl, hydroxy, CWalkyl or C^-alkoxy; and 
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R 14u is hydrogen or CWalkyl; and 
C is Ci-6-alkylene, C 2 -«-alkenylene or C^-alkynylene; and 
aua is optionally a single bond or a double bond; and 
R ,8u is selected from 




wherein Mi and M 2 independently are C or N; and 
R ,gu is hydrogen, Ci^-alkyl, phenyl or benzyl; and 
R I5u is hydrogen, halogen, trifluoromethyl, nitro or cyano; and 

R l6u is hydrogen, halogen, trifluoromethyl, nitro, cyano t -(CI^COR 17 ", (CH^ypH or - 
(CH^SC^R 170 wherein k is 0, 1 or 2; or 
R 16u is selected from 




PA6E10j26*RCypAT^ 
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wherein R 53 is -(CH 2 )ppCOOH wherein pp is 2, 3, 4, 5 or 6; or 



Zis 




wherein tl and t independently are 0, 1 or 2; and 
R 63 is H, CWalkyl or optionally substituted benzyl; 

R 6 * and R 65 independently are H, Ci.g-alkyl, C 3 . 7 -cycloalkyl, phenyl, thienyl, benzyl, orR* 
and R 63 together with the C-atom they are attached to form a 3 - 8 membered carbocyclic 
ring; and 

R^isHord-fi-alkyUor 
Z is selected from 





wherein D is ^CH 2 -, -O-, -S- or -N(R 7 )- wherein R 7 is hydrogen or C^alkyl; and 

R is -(Clfe^OH or -(CHiJmpCOR 4 wherein mm and mp are 1 ? 2, 3 or 4 and R* is OH, 

NH 2 , NHOH or C^-alkoxy; or 



having the general formula lb 
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wherein R lb and R 2b independendy are hydrogen, halogen, trifluoromethyl, hydroxy, 

C]^-alkyl ord^-alkoxy; and 

R 3b is hydrogen or Cio-alkyl; and ' / ^ : . 

Ab is Ci<j-alkylene; and 

Y b is >CH-CH2-, >C=CH-, >CH O-, >£=N-, >N-CH 2 ^ wherein only the underscored atom 
participates in the ring system; and 
Zt, is selected from 




-10- 

PAGE 12^6 1 RCVD AT 9/15/20M 10j05:55 AMiEastern Daylight Time] 1 SVRjUSPTO_-EFX_RF4/0 ^ DNIS:8729306 * CSID:USPTO * DURATION .(mrn-ss):00-OO O5 .22 



09/15/2004 07:33 FAX 609 919 7741 



NOVO NORDISK LEGAL 



13012/025 



Attorney Docket No. 5776.204-US 
Hansen ct al. 

Serial No. 09/872,127 Filed June 1, 2001 
Via facsimile to: 571-273-0571 





wherein nb is I or 2; and 



R llb is hydrogen or CWalkyl; and 
R 1Zb is hydrogen, C^-alkyl, CWalkoxy or phenyl optionally substituted with halogen, 
trifluoro-methyl, hydroxy, C,^allcyl or Ci^alkbxy; and 

R ,3b is hydrogen, halogen, trifluoromethyl, hydroxy, C 3 *-alkyl or C,*-alkoxy; and 

R 14b is -(CH2UOH or -(CH 2 ) lb COR ,5b wherein mb is 0, 1, 2, 3, 4, 5 or 6 and tb is 0 or 1 and 

wherein R 15b is -OH, NH 2 , -NHOH or Ci^-alkoxy; and 

R I6b is C^-alkyl or -B b -COR 15b , wherein B b is CWalkylene, C 2 *-alkenylene or C^-alkynylene 

and R l3b is the same as above; and 

™ is optionally a single bond or a double bond; or 

having the general formula Ic 
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Xo 



'2'mc 



(Ic) 



wherein R lc and R 2 * independently are hydrogen, halogen, trifluoromethyl, hydroxy, Ci^-alkyl 
or Ci-6-alkoxy; 

Xc is ortho-phenylene, -O-, -S-, -C(R & R 7c )-, -CH 2 CHr, -01=CH-CH 2 -, -CH 2 -CH=CH-, -CH2- 
(C=0)- 4 (C=0)-CH 2 -, -ClfcCTfeCH,-, -Ofc=CH-, -NCR^K&OK -(C=Q>-N(R fc >-, -OCH 2 -, - 
CH 2 -0-, -OCH 2 Os -S-CH^, -CH 2 -S-, h[CH 2 )N(R 8c )- t -N(R flc )(CH2> F -NCCHjJSO^ - 
SO^OfeX -CH(R ,0c )CH 2 ., -CH 2 CH(R 1 ^, 1 HtC=0> ? -N(R*> or -<S=0)- wherein R*, R 7c , 
R & and R* independently are hydrogen or Ci*-alkyl, and wheran R 10c is Ci*-alkyl or phenyl; 
Y c isCorN; 

^ is optionally a single bondpr a double bond, and ^ is a single bond when Y c is N; 
mcis 1,2, 3, 4, 5 or 6; and 
is -COOR 3c or 




wherein R 30 is H or Ci^-alkyl; or 



having the general formula Id 
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(CH 2 ) fd 
I 



wherein R ld and R M independently are hydrogen, halogen, trifluoromethyi, hydroxy, C 

alkyl or C 3 ^-alkoxy; and 

Xdifi -0- t -S-or-S(=0)-; and 

rdis 0, 1, 2, 3, 4, 5, 6, 7, 8, 9 or 10 ; and 

Zd is selected from 




wherein R 30 is -(CH^OH or -(CH^COR* 1 wherein md and pd independently are 0, 1, 2, 3 

or 4 and R 4 * is OH, NH 2? NHOH or Ci^alkoxy; or 

a pharmaceuticaUy acceptable salt of any of the foregoing. 

2. (Currendy amended) The method according to claim 1 wherein the angiogenesis 
or neovascularization condition io related to reduction is for treatment of 

cancer. 

3. (Currently amended) The method according to claim 1 wherein the angiogenesis 
or neovascularization is ocular gnnHiHnn ir mir,fn^ ™ 1T lnr 
neovQ s cularizatio ft. 

4. (Original) The method according to claim 1 wherein, in formula la, 

- 13 - 
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R\ R la « R 2 and R 2 * independently are hydrogen, halogen, trifluoromethyl, Ci^-alkyl or CW 
alkoxy; and 

Y is >N-CH 2 - , >£H-CH2- or >C=CH- wherein only the underscored atom participates in the 
ring system; and 

X is -CK -S-, -C(R 7 RV. -CH 2 CH 2 -, -CH=CH-CH2-, -CHrCH^CH-, -OfcCHaCHr, - 
CHsCH-, -N(R 8 HC^O)-, -0-CH r , -(C=0> or -(S=0)- wherein R 7 and R 8 independendy are 
hydrogen orCj^-alkyl; and 
p and q are 0 f and 
ris l F 2or3; and 
Z is selected from 



' N ^^CHgCOR 6 ' ' " X COR 6 



wherein R 6 is OH or Cj^-alkoxy. and 

^ is optionally a single bond or a double bond; and 

a pharmaceutically acceptable salt of any of the foregoing. 

i 

5. (Original) The method according to claim 4 wherein the compound is selected from 
the group consisting of: 

(R)-l-(3-(l04 l-Dihydro-5H-tfte^ 
piperidinecarboxylic acid; 

(SM -(3^104 l-IMhydro-5H^dibenzoM^ 
piperidinecarboxylic acid; 

l-(3-(10 T l l-Dihydro-SH^benzofodJc^ ,2,5,6^tetrahydro-3- 
pyridinecarboxylic acid; 
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(RMK3-(Fluoren-9-yUden^ 

l-(3-(5H-Dibenzo[a4]cyclohepten-5-ylidene)-l-propyl>3-piperi acid; 

H3-(Thioxanthen-9-ylidene)- I-propyl)-3-piperidinecarboxyHc acid; 

(RH-(3-(10,l l-Dihydro-5H-dibmz[bfl ac i d; 

(R)-l-(4-(lO,ll-Dihydro-5H^^ 

(R)-l-(2-(l0, 1 l-Dihydrcw5H-dibenzo[b T f]azepin-5-yl)ethyl)-3-piperidine^ acid; 

(RM<3-(3-CWoro-10>n-dm^ 
piperidinecarboxylic acid; 

(R)-l-(3-(10H-Phenothiazin-10-yI)-l-pn>pyI)-3-piperi 

(R)-l-(3-(I0H-Phenoxazin-10-yl)- l-propyl)-3-piperidinecarboxylic acid; 

(S)-l-(3-(1041-Dihydro-5H-^^^ acid; 

l-(3-(10, 1 l-Dihydro-5H^benzo|>,f]azepm^ acid; 

(R>l-(3-(3-Melhyl-1041-dihydro-5H-dibenzo[a J d]cycJoh^ 
piperidinecarboxylic acid; 

(R)-l-(3-(2-Trifluorome^ ^ 

(RM-(3-(5<)xo-10H-phenotttazin-^ 

(RM-(3-(l lH-lO-Oxa-5-^ 
piperidinecarboxylic acid; 
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l-(3-(l0,ll-Dihydro^ 
pyridinecarboxylic acid; 

(R)-l-(3-(6J-l^ydro-^^ ^y. 

(RM-(3-(10ai-Dihydrc^5H^^ 
acid; 

(R>- 1 -(3-Methoxy- 1 0, 1 I^hydro-5H-dibenzo(^,f]azepin-5-yI)- l-propyl)-3-piperi- 
dinecarboxylic acid; 

(R>l<3-(10.Methyl-l l-oxo-104 l^ihydro-5H-<Ubenzo[b^ 
piperidinecarboxylic acid; 

(R> 1 -(3-(9<H)-Oxo- 1 OH-acridin- 1 0-yl> I-propyl)-3-piperldiiiecarboxjiic acid; 

(R>H2-(1041-Dihydto-5H-dibenzofo 
piperidinecarboxylic acid hydrochloride; 

(R)-l-(2-(6,l l-Dihydrodibenz(b,e]oxepin-l l-ylidene)-l-ethyl)-3-piperidinecarboxylic acid 
hydrochloride; 

(R)- 1 -(3-(2-Chloro- 10, 1 1 -dihydro-5H^dibenzo[a,d]cyclohepten-5-ylideoe)- l-propy])-3- 
piperidinecarboxylic acid hydrochloride; 

(R)-l-(3-(2-Bromo-l041-dihydro-5H-dibenzo[a 1 d]cycIor^ 
piperidinecarboxylic acid hydrochloride; 

(R)-H3-(2-Fluoro-l0j 1-dihyd^ 
piperidinecarboxylic acid hydrochloride; 
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(RH-{3-(24odc>-104 
piperldinecarboxylic acid hydrochloride; 



(Z)-(R)-M3^2-Iodo-104 ^ 
piperidinecarboxylic acid hydrochloride; 

(E)-(R)-l-(3-(2-Iodo-^^ 
piperidinecarboxylic acid hydrochloride; 

(R)-l-(3-(2-Methoxy-10,n 
piperidinecaitoxylic acid hydrochloride, 

and a pharmaceutical^ acceptable salt of any of the foregoing. 



6. 


(Cancelled) 


7. 


(Cancelled) 


8. 


(Cancelled) 


9. 


(Cancelled) 


10. 


(Cancelled) 


11. 


(Cancelled) 


12. 


(Cancelled) 


13. 


(Cancelled) 


14. 


(Cancelled) 


15. 


(Cancelled) 


16. 


(Cancelled) 


17. 


(Cancelled) 


18. 


(Cancelled) 


19. 


(Cancelled) 


20. 


(Cancelled) 


21. 


(Cancelled) 


22. 


(Cancelled) 


23. 


(Cancelled) 


24. 


(Cancelled) 


25. 


(Cancelled) 


26. 


(Cancelled) 


27. 


(Cancelled) 


28. 


(Cancelled) 


29. 


(Cancelled) 


30. 


(Cancelled) 


31. 


(Cancelled) 


32. 


(Cancelled) 
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33. (Cancelled) 

34. (Currently amended) The method according to claim I wherein the 
pharmaceutical composition nhnrmfl^nHp ^lly acceptable salt k in a form 
suitable for oral administration. 
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RESPONSE 

The Examiner states in the Office Action Summary that claims numbered 1-34 are 
pending in the application, claims 6-33 are withdrawn from consideration, claims numbered 
1 , 2, 4, 5 and 34 are rejected, and claim number 3 is objected to. 

(1) The Examiner has rejected claim number 1 , 2, 4, 5 and 34 under 35 U.S.C. § 1 12, first 
paragraph, for failing to comply with the written description requirement Specifically; the 
examiner states the specification, while being enabling for the specific cancer disclosed, does 
not reasonable provide enablement for the term "a condition related to angiogenesis" or 
"cancer". 

Applicant has amended claims numbered 1, 2 and 3 to mote clearly define the present 
invention. Applicant believes these amendments obviate the Examiner's rejection based on 
treatment of cancer and treatment of conditions related to angiogenesis. 

Applicant respectfully requests reconsideration and withdrawal of the rejections under 
35 U,S,C. § 1 12, first paragraph. 

(2) The Examiner has rejected claim number 1, 2, 4, 5 and 34 under 35 U.S.C. §103(a) as 
being unpatentable over the J0rgensen et al. WO 96/31497. 

Applicant has amended claims numbered 1, 2 and 3 to more clearly define the present 
invention. Applicant believes these amendments obviate the Examiner's rejection based on 
treatment of cancer. 

Applicant respectfully requests reconsideration and withdrawal of the rejections under 
35 US.C, §103(a). 

Applicant has amended claim 34 to correct antecedent basis. 

In view of the above, Applicant respectfully submits all claims are in condition for 
allowance. Applicant respectfully requests notification via an Advisory Action or telephone 
Call if the Examiner deems the case is not in condition for allowance. 

The Examiner is hereby invited to contact the undersigned by telephone if there are 
any questions concerning this amendment or application. Applicant respectfully requests that 
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a timely Notice of Allowance be issued in this Case. 



Respectfully submitted, 



Date: September 15, 2004 




Rosemarie R. Wilk-Qrescan 
Registration Number 45 f 220 
Novo Nordisk Pharmaceuticals, Inc. 
100 College Road West 
Princeton, NJ 08540 
(609) 987-5969 



Use the following customer number for all correspondence regarding this application. 

23650 

PATT-KT TRADEMARK OFFICE 
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